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REMARKS 



It is respectfully requested that this application be reconsidered in view of the above 
amendments and the following remarks and that all of the claims remaining be allowed. 

Request for Continued Examination 

Applicants hereby request continued examination of the present application under 37 
C.F.R. 1.114. 

Claim Amendments 

Claims 30-44 and 106-107 have been canceled without prejudice or disclaimer. 

Applicants submit that all claim amendments presented herein or previously are made 
solely in the interest of expediting allowance of the claims and should not be interpreted 
as acquiescence to any rejections or ground of unpatentability. Applicants reserve the 
right to file at least one continuing application to pursue any subject matter that is 
canceled or removed from prosecution due to the amendments. 

Rejections Under 35 U.S.C. §1 12. Enablement 

As claims 30-44 and 106-107 have been canceled, this objection is now moot. 
Rejections Under 35 U.S.C. §103-2 Obviousness 

The rejection of claims 88-89 under 35 U.S.C. §103, as allegedly being unpatentable over 
Raje et al. in view of Calabro et al., have been obviated for the reasons set forth below. 



The Applicants respectfully direct the examiner to paragraph 186 of the present 
specification in which the Applicants disclose the existence of three novel HAS! 
isoenzyme variants arising from alternative RNA splicing, specifically HASlVa, 
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HASlVb, and HAS1 Vc. These HAS isoenzyme variants have not been disclosed in the 
cited references. 

To properly issue a rejection under 35 U.S.C. §103, the USPTO bears the initial burden 
to establish a prima facie case of obviousness by meeting three criteria. First, there must 
be some suggestion or motivation, either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art, to modify the reference 
or to combine reference teachings to arrive at the claimed invention. In re Vaeck, 20 
USPQ 2d 1438 (Fed. Cir. 1991). Second, there must be a reasonable expectation of 
success. Id. Finally, the prior art reference or the combination of references must teach or 
suggest all the claim limitations. In reRoyka, 180 USPQ 580 (CCPA 1974). 

As stated previously, the existence of HAS isoenzymes was known in the art, for example 
Calabro et al. discloses the existence of the HAS isoenzymes HAS1, HAS2, and HAS3. 
The existence of distinct and detectable variants of the HAS isoenzymes, specifically the 
HAS1 isoenzyme variant, HASlVa, was not disclosed in any of the references cited by 
the examiner. As stated previously, the cited reference, Calabro et al., discloses a method 
to detect HAS isoenzymes, but does not disclose a method to detect HAS isoenzyme 
variants, which were not known to the art and first taught by the applicants in the present 
specification. Therefore the three requirements for a finding of obviousness under 35 
U.S.C. §103 have not been met as, at the very minimum, the prior art references do not 
teach or suggest all of the claimed limitations, specifically the detection of HAS1 
isoenzyme variants using SEQ ID NO:9 and SEQ ID NO: 10 primers. Accordingly, as 
the prior art reference or the combination of references do not teach or suggest all the 
claim limitations of claims 21, 23 and 27; withdrawal of this rejection is respectfully 
requested. 



Rejections Under 35 U.S.C. $ 103(a) Obviousness 
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The rejection of claims 88-90 under 35 U.S.C. §103, as allegedly being unpatentable over 
Adamia et al. in view of Desikan et al., have been obviated for the reasons set forth 
below. 

Adamia et al. (Seminars in Oncology, Vol 30, Page 165-168) represents the Applicants 
own authored publication. As the reference was made available to the public, if prior to 
the effective filing date of the present application, less than one year prior to the effective 
filing date of the application, the publication is not a statutory bar under 35 U.S.C. 102(b) 
or 35 U.S.C. 103. As well, the subject matter contained in Adamia et al. and any 
potential inventions described therein, were at the time the inventions disclosed therein 
(if any) were made, under an obligation of assignment to the Governors of the University 
of Alberta the owner of the present application. 

To properly issue a rejection under 35 U.S.C. §103, the USPTO bears the initial burden 
to establish a prima facie case of obviousness by meeting three criteria. First, there must 
be some suggestion or motivation, either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art, to modify the reference 
or to combine reference teachings to arrive at the claimed invention. In re Vaeck, 20 
USPQ 2d 1438 (Fed. Cir. 1991). Second, there must be a reasonable expectation of 
success. Id. Finally, the prior art reference or the combination of references must teach or 
suggest all the claim limitations. In re Royka, 180 USPQ 580 (CCPA 1974). 

As stated previously, the existence of HAS isoenzymes was known in the art. The 
existence of distinct and detectable variants of the HAS isoenzymes, specifically the 
HAS1 isoenzyme variant, HASlVa, has not, to the Applicant's knowledge, been 
disclosed in relevant art. The applicant provides the first teaching of HAS isoenzyme 
variants and their correlation with disease. Accordingly, withdrawal of this rejection is 
respectfully requested. 



Rejections Under 35 U.S.C. § 103(a) Obviousness: New Ground of Rejection 
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The rejection of claims 21-23,28, and 49-50 under 35 U.S.C. §103, as allegedly being 
unpatentable over Calabro et al. in view of Venter et al. and Bartlett et al., have been 
obviated for the reasons set forth below. 

It is respectfully submitted that the inclusion of a new ground of rejection has made the 
Examiner's declaration of a final office action improper, and necessitated the filing of a 
Request for Continued Examination, to the prejudice of the Applicant. The payment of 
the corresponding fee is made under protest. 

To properly issue a rejection under 35 U.S.C. §103, the USPTO bears the initial burden 
to establish a prima facie case of obviousness by meeting three criteria. First, there must 
be some suggestion or motivation, either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art, to modify the reference 
or to combine reference teachings to arrive at the claimed invention. In re Vaeck, 20 
USPQ 2d 1438 (Fed. Cir. 1991). Second, there must be a reasonable expectation of 
success. Id. Finally, the prior art reference or the combination of references must teach or 
suggest all the claim limitations. re Royka, 180 USPQ 580 (CCPA 1974). 

The Examiner states that Calabro et al. teaches a method to detect HAS isoenzyme 
variant genomic product HAS1. The Applicant respectfully submits that this is an 
incorrect statement. HAS isoenzyme variants are the result of an alternative splicing of 
RNA transcribed from the HAS1 genomic DNA, and therefore the detection of the HAS1 
genomic element would have no correlation to the HAS1 isoenzyme variants. In 
addition, Calabro et al. does not disclose the existence of the HAS1 isoenzyme variants 
disclosed in the present invention, specifically HASlVa, HASlVb, and HASlVc. 
Therefore Calabro et al. does not disclose the limitation of the present claims 21-23, 28 
and 49-50, namely the detection or characterization of HAS isoenzyme variant 
expression. 
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The Examiner states that it would have been obvious for one skilled in the art to detect 
HAS1 isoenzyme variant expression in a Multiple Myeloma patient. The Applicant 
respectfully submits that since HAS isoenzyme variants, arising from alternative splicing 
of the HAS1 RNA, were not known in the art there would be no motivation for one 
skilled in the art to look for the HAS isoenzyme variants. Though the methodology 
described by Calabro et al. would detect the transcription of HAS 1 RNA, the separation 
and identification of the HAS1 isoenzyme variants is not taught by Calabro et al. 
Indeed, as disclosed by Venter et al., the protein resulting from the HASlVa isoenzyme 
variant is similar to the HAS1 isoenzyme protein. Though similar, there is a definite, 
detectable change to the protein that would not have been obvious to one skilled in the 
art. As well, with respect to claims 49-50, there was no known correlation or known 
utility to the detection of HAS isoenzyme variants, specifically the correlation with poor 
clinical outcome. 

Therefore, one skilled in the art could not have combined Calabro et al., in view of 
Venter et al. and Bartlett et al. to detect HAS1 isoenzyme variants as there would be no 
motivation to do so, as the existence of HAS isoenzyme variants was not known in the 
art. It is respectfully submitted that the Examiner has not presented any explanation why 
one of ordinary skill in the art would be motivated to make the modification to the 
methods of Calabro et al. to detect HAS isoenzyme variants that were, at the time of the 
invention, not known in the art. With respect to claims 49-50, the examiner has further 
failed to disclose the relevant teachings in the prior art which teach the correlation of 
HAS1 isoenzyme variants to clinical outcome in multiple myeloma. Accordingly, 
withdrawal of this rejection is respectfully requested. 

Conclusions. 

For the reasons set forth above, Applicant submit that the claims of this application are 
patentable. Reconsideration and withdrawal of the Examiner's objections and rejections 
are hereby requested. Allowance of the claims remaining in this application is earnestly 
solicited. 
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In the extent that a telephone conversation could expedite the prosecution of this 
application, the Examiner is requested to call the undersigned at (403) 689-2934. 



Craig K Sherburne Professional Corporation 
#35, 1011 Canterbury Drive SW 
Calgary, Alberta 
Canada, T2W 2S8 
Telephone: (403) 689-2934 
Facsimile: (403)281-1472 



Respectfully submitted, 





Craig K Sherburne 
Reg. No. 57,018 



